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Claims 4,9 and 10 are rejected under 35 U.S.C. 1 12, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject 
matter which applicant regards as the invention. 

1 . Claim 4 is garbled as written. Should "or" on the 1 st line really be "is" ? 

2. Third species appears to be incomplete as written. Note there is no "oxo" group 
on the piperazine ring unless the "[3-oxo-" in front of piperidinyl really is part of 
the piperazine ring. Clarification is needed. 

3. All of the optional routes appearing at the end of claim 10 are not clearly 
defining the invention since no reactants are set forth or particular products formed 
or reaction conditions set forth. See routes (i), (ii) and (iii) in part. For the latter, 
what reactions conditions makes solvates? None is seen in the specification as far 
as the examiner can determine. 

Claims 9 and 10 are objected to under 37 CFR 1.75(c), as being of improper 
dependent form for failing to further limit the subject matter of a previous claim. 
Applicant is required to cancel the claim(s), or amend the claim(s) to place the 
claim(s) in proper dependent form, or rewrite the claim(s) in independent form. 

1 .) The species in claim 9 are not seen to be within the scope of claim 1 . 
Note that in claim 1 when A=N and R3 is a heterocycle, the "N" atom is not 
recited as part of the ring yet species in 9 appear to include said "N" atom; 
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2.) Claims 9 and 10 recite solvates and/or salts which are not included in 
claim 1. 

Claims 1-8 and 10-12 are rejected under 35 U.S.C. 112, first paragraph, as 
failing to comply with the enablement requirement. The claim(s) contains subject 
matter which was not described in the specification in such a way as to enable one 
skilled in the art to which it pertains, or with which it is most nearly connected, to 
make and/or use the invention. 

1. Scope of solvates permitted in claims 9 and 10 are not enabled. Generally not all 
solvents can form solvates with all compounds. There is no process enabling such 
a scope in the specification . If applicants disagree they should point out where 
such is present. 

2. Specification is not adequately enabled for scope of piperazines claimed which 
can have a variety of heterocycles at variables R2 and R3 and are also included as 
optional substituents for substituted alkyls,cycloalkyls in R1-R3. Said rings can 
carry up to 4 hetero atoms in any array and be further fused. Compounds made 
and presumed tested (although actual test data is not seen) correspond to R2 as 
cyclohexyl with R3 heterocycles formed with "A" as N being piperazine, 
morpholine and pyrrolidine. Note In re Surrey 151 USPQ 724 regarding sufficiency 
of disclosure for a Markush group. Also see MPEP 2164.03 for enablement 
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requirements in cases directed to structure-sensitive arts such as the pharmaceutical 
art. Also note the criteria for enablement as set out in In re Wands cited in MPEP 
2 164.0 1(a), August 2000 edition, which includes factors such as: 

1) Breadth of the claims- the claims cover compounds easily in the millions 
as pointed out above; 

2) Level of unpredictability in the art- the invention is pharmaceutical in 
nature as it involves binding to neurokinin (NK-2, NK-3 or both) receptors. It is 
well established that "the scope of enablement varies inversely with the degree of 
unpredictability of the factors involved" and physiological activity is generally 
considered to be unpredictable. See In re Fisher 166 USPQ 18. A range of IC50 
values is reported which is enormous- covering from InM to lOOOnM for NK-2 
antagonistic activity .Such a 1000 fold range is not informative as to what 
structural modifications will yield lead compounds for further testing. Note 
Ohnmacht cited by the examiner discusses a lead compound having a IC50 value 
of 1 InM. See section on "NK2 ANTAGONISTS" on p.75; 

3) Direction or guidance- as stated above the compounds made are not 
representative of the instant scope but are closer to each other than to remaining 
scope ; 
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4) State of the prior art- The compounds are piperazine derivatives having 
carboxy- or carboxamidoalkyls on one end and substituted with quinolinylalkyl on 
the other N terminus. While such compounds are known as evident from the art 
applied below, they are similar in structure to the compounds made herein and thus 
do not evidence the many structural permutations permitted in the instant scope are 
known for at least one use in the prior art; 

5) Working examples- Actual test data has not been presented and thus no 
clear evaluation of which functional groups at various positions out of the many 
claimed might affect potency to a large or small degree. 

In view of the above considerations, this rejection is being applied. 

Claim 12 is rejected under 35 U.S.C. 1 12, first paragraph, as failing to 
comply with the enablement requirement. The claim(s) contains subject matter 
which was not described in the specification in such a way as to enable one skilled 
in the art to which it pertains, or with which it is most nearly connected, to make 
and/or use the invention. There is no evidence that any piperazines instantly 
embraced have the ability to treat whole classes of respiratory diseases covered by 
the claim. The scope is vast including diseases pertaining to humans as well as 
other animals such as HIV- and FeLV-associated respiratory illness as well as lung 
diseases of unknown cause. No evidence is presented that instant compounds have 
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such a myriad of capabilities. The Ohnmacht publication provided with this action 
emphasizes how preliminary the findings are regarding various NK receptors. See 
pages 75-76 which discusses some limited applications for NK-2 antagonists, 
namely coughing, bronchoconstriction while for NK-3 antagonsists, it is stated that 
studies of such have been limited. Also note Pattachini who discussed positive 
results for bronchoconstriction . See concluding sentence in section 3.1 on p. 16. 
With regard to Nk-3 antagonists, it is stated in the "Conclusions" section (on p. 18) 
the following: ". . .but their role in human peripheral nervous system is much less 
documented". 

Thus work in this area is only in the preliminary stages and such uses are not 
considered all treatable much less preventable based simply on NK-2 and/or NK- 
3 receptor binding antagonistic activity. Where the utility is unusual or difficult to 
treat or speculative, the examiner has authority to require evidence that tests relied 
on are reasonably predictive of in vivo efficacy by those skilled in the art. See for 
example, In re Ruskin 148 USPQ 221; Ex parte Jovanovics 21 1 USPQ 907. Note 
MPEP. 2164.05(a). 

Note the criteria for enablement as set out in In re Wands cited in MPEP 
2164.01(a),August 2000 edition, which includes factors such as: 
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1) Level of unpredictability in the art- see discussion in the above par.one 
rejection for compounds; 

2) Direction or guidance- The amount of guidance presented in the 
specification as to which compounds are sufficiently active to be useful for the 
claimed uses is nonexistent. The dosage range information ( on p. 29) is virtually 
useless being a 50 fold range and not directed to a specific disease; 

3) Working examples- No test data has been presented for a specific disease state 
only assay testing which is not usually predictive of in vivo efficacy. 

In view of the above considerations, this rejection is being applied. 

The following is a quotation of 35 U.S. C. 103(a) which forms the basis for 

all obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically 
disclosed or described as set forth in section 102 of this title, if the 
differences between the subject matter sought to be patented and the prior art 
are such that the subject matter as a whole would have been obvious at the 
time the invention was made to a person having ordinary skill in the art to 
which said subject matter pertains. Patentability shall not be negatived by 
the manner in which the invention was made. 

Claims 1-8 and 10-12 are rejected under 35 U.S.C. 103(a) as being 

unpatentable over Farina (WO' 165). The commonly assigned WO publication has 

a publication date which precedes applicants' earliest foreign priority date. It 
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describes the same type of compounds as NK antagonists. See formula (I) 

beginning on p.3 through p. 5. While compounds such as the 5 th and 6 th species on 

p. 12 do not anticipate the instant scope, they are obvious variants since oxo is also 

taught can be present on piperazine ring. Claim 4 requires that R3 be methyl which 

is also taught by Farina. See definition of RIO on p.4. Also, Farina teaches the 

same type of substitution on phenyl at instant R4 and also the same process of 

making is described on p.21-22. Thus it would have been obvious to one skilled in 

the art at the time the instant invention was made to modify at various locations as 

described above the closest exemplified compounds in Farina and in so doing 

arrive at many more additional compounds that would be expected to be active as 

NK-2 and/or NK-3 antagonists in view of the equivalency teachings outlined above 

and their preparation by way of claimed process an obvious expedient. 

The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to 
prevent the unjustified or improper timewise extension of the "right to exclude" 
granted by a patent and to prevent possible harassment by multiple assignees. A 
nonstatutory obviousness-type double patenting rejection is appropriate where the 
conflicting claims are not identical, but at least one examined application claim is 
not patentably distinct from the reference claim(s) because the examined 
application claim is either anticipated by, or would have been obvious over, the 
reference claim(s). See, e.g., In re Berg, 140 F.3d 1428, 46 USPQ2d 1226 (Fed. 
Cir. 1998); In re Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re 
Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 
937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 F.2d 438, 164 USPQ 619 
(CCPA 1970); and In re Thorington, 418 F.2d 528, 163 USPQ 644 (CCPA 1969). 
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A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) or 
1.321(d) may be used to overcome an actual or provisional rejection based on a 
nonstatutory double patenting ground provided the conflicting application or patent 
either is shown to be commonly owned with this application, or claims an 
invention made as a result of activities undertaken within the scope of a joint 
research agreement. 

Effective January 1, 1994, a registered attorney or agent of record may sign 
a terminal disclaimer. A terminal disclaimer signed by the assignee must fully 
comply with 37 CFR 3.73(b). 

Claims 1-8 and 10-12 are provisionally rejected on the ground of 

nonstatutory obviousness-type double patenting as being unpatentable over claims 
of copending Application No. 10/432925. Although the conflicting claims are not 
identical, they are not patentably distinct from each other because there is 
overlapping subject matter between the two sets of claims as the copending case is 
the US equivalent of WO Farina applied above. 

This is a provisional obviousness-type double patenting rejection because 
the conflicting claims have not in fact been patented. 

The U.S. Patent and Trademark Office normally will not institute an 
interference between applications or a patent and an application of common 
ownership (see MPEP Chapter 2300). Commonly assigned 10/432925, discussed 
above, would form the basis for a rejection of the noted claims under 35 U.S.C. 
103(a) if the commonly assigned case qualifies as prior art under 35 U.S.C. 102(e), 
(f) or (g) and the conflicting inventions were not commonly owned at the time the 
invention in this application was made. In order for the examiner to resolve this 
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issue, the assignee can, under 35 U.S.C. 103(c) and 37 CFR 1.78(c), either show 
that the conflicting inventions were commonly owned at the time the invention in 
this application was made, or name the prior inventor of the conflicting subject 
matter. 

A showing that the inventions were commonly owned at the time the 
invention in this application was made will preclude a rejection under 35 U.S.C. 
103(a) based upon the commonly assigned case as a reference under 35 U.S.C. 
102(f) or (g), or 35 U.S.C. 102(e) for applications pending on or after December 
10, 2004. 

Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to Emily Bernhardt whose telephone number is 
571-272-0664. 

If attempts to reach the examiner by telephone are unsuccessful, the acting 
supervisor for AU 1624, James O. Wilson can be reached at 571-272-0661. The 
fax phone number for the organization where this application or proceeding is 
assigned is (571) 273-8300. 
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